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2. I have read the specification of the above-referenced application, and the Ofllce 
action, dated April 8, 2005. It is my understanding that claims 1 -3, 5, 1 3, 1 4. 1 9-2 1 , 23, 3 1 , 32, 
4K aiid 42 have been rejected as allegedly being obvious. 

3. A major limitation in the effectiveness of monoclonal antibodies is immunogenicity of 
the monoclonal antibody itself; the development of an inflammatory response following 
administration can significantly limit the usefulness of an antibody. The immunogenicity of 
antibodies that specifically bind an antigen of interest (such as substance P), or fragments of this 
antibody, cannot be predicted. In addition, the route of administration can affect the 
immunogenicity of an antibody; the effect of the route of administration on immunogenicity also 
must be determined experimentally. It was tested if intranasal administration of intact antibodies 
would result in greater pulmonary inflammation compared to F(ab')2 anti-substance P antibody 
fragments in naYve mice. Intraperitoneal delivery was directly compared with intranasal 
delivery; intranasally administered F(ab')2 anti-substance P antibody fragments provided an 
unexpectedly superior reduction of inflammation in naive mice as compared to intraperitoneal ly 
administered F(ab')2 anti -substance P antibody fragments. 

Naive mice were treated with 0.05 ml of 200 ^g/ml intact anti-substance P antibodies or 
anti-substance P F(ab')2 antibody fi-agments diluted in PBS. Bronchoalveolar lavaged leukocytes 
were collected from 4-6 naive mice/experiment on days 0, 2 and 4 post-treatment, and the 
experiment repeated three times. Collected bronchoalveolar lavaged leukocytes were spun onto 
microscope slides, fixed, and hematoxylin and eosin stained to determine the percentage of 
macrophages (MAC), polymorphonuclear leukocytes (PMN), eosinophils (EOS) or lymphocytes 
(LYM) based on the >200 cells counted/slide. When naive mice were treated intranasally intact 
anti -substance P antibodies or anti-substance P F(ab')2 antibody firagments diluted in PBS, the 
results were obtained: 
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